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P 

NADA Number: 

Sponsor: Scbefino-Plough Animal Health Corporation ---------m - . ,‘ 
1095 Mon is Ave. 
Union, NJ 

Drug Labeler Code: 00006 1 

Established Name: tepoxalin . 

Proprietary Name: l?Rhf’” Rapidljl-Disinte*~~ing T&i&s ’ 
: “5 

Dosage Form: 

administered orally, disintegrate within seconds after 
placement in the mouth, thus allowing the contents to be 
swallowed. 

How Supplied: ZUBRIN”[ Tablets are supplied in boxes containing 10 foil 
blisters each. Each foil blister contains 10 rapidly- 
disintegrating tablets of 30,50, 100,’ or 2Oij mg tepoxalin. ? 

How Dispensed: Rx - Federal law rest&& this drug to use by or on the order’ 
of a licensed veterinarian. 

, I L 
Amount of Active 
Ingredient: Each rapidly- disintegrating tablet contains 30,50, 100, or 

200 mg tepoxalin. 

Route of 
Administration: Oral 

Species/Class: Dogs/Canine 

Recommended 
Dosage: Dosage: Administer 10 mg/kg (4.5 mg/lb)“or 20 m&g 

1 (9.1 mg/lb) on the initial day ‘of treatment, followed by a 
\ daily maintenance dose of 10 mg&g. Due to observed 

variability in tepoxalin metabo‘iism, a higher in&&i ‘dose-of 
20 mg/kg may be given to n&ease-the likelihood that 
plasma active metabohte levels wili reach a minimum 
effective concentration fol&&ng”‘thef!rst &ii” ” 



.” ,, ..-<,a- ,. -- . .- 

administration. This’couidbe beneficial’to ‘dogs that sh& ’ 
signs of severe 0stooarthriti.c pain. Thedumtion of‘ ‘. ,..,; 

treatment at 10 mg/kg should’be based on: &&a~~response 
and patient tolerance’of drug treatment:’ . 

.., 

Administration: Place the rapidly-disintegrating tablet into the 
dog’s mouth. keep the mouth closed for a suffiCient.a&unt of 
time (-4 seconds) to.ensure tablet dispersion. ~zlJlBliri\JTM’Tab~ets 
should be administered either with food or within 1 to 2. hours after 
feeding. 

Due to tablet sizes, dogs weighing less than 3 kg (6.6 lbs) 
cannot be accurately dosed. 

2. 

Pharmacological 
Category: Non-steroidal Anti-inff ammatory Drug 

Indications: ZTJBW (tepoxalin) Tablets are indicated for the control _ II ,. , - _ -. 
of pain and inflammation associated’&hosteoarthr$is in 
dogs. 

EFFECTIVENESS: x .’ 
, : 

a. Dosage Characterizatioti: 

(11 10 mg/kg maintenance dose: 

A multiple site field study (Study No. E99-473) was condurted in thp rTn&J 
States to assess the dose response control of dogs with oste 
tepoxalin was administered using three different doses of”?XJ&m Tablets. 

Fi*y-two dogs with clir;ical signs attrib~t~b~e~id”o~~~~~~~~s I;r;;‘--n~;~ i. l” ‘” * * _ “‘ .*’ _ ‘I 

veterinarians, and were randomly allocated to treatment with ZUBRIWM at one 
of 3 doses (5.o mg/kg, 7.5 mS/kg, md 1 o.&..j$yi; .y -;-e;~~i.; day;*. gme, 

of ambulation, weight bea&g,‘pain~and resistance to palpation, pain and 
resistance to forced movement, and general attitude and demeanor were , I, .___“.~._ r,i<*ri.*n.rrrL ,,;, ,x i A** .I, .‘, 
evaluated. The most effey&% dose”&om~ the three’ dose groups was 10 m-g/kg. ” 
Sixteen dogs received 10 ri$kg tepoxahn’on the,mit~a day of therapy and for 6 
additional consecutive days. Of these, 16 dogs, 14 showed improvement in 
clinical signs related to: osteoarthritis after: 7 days of therapy at id mg/kg. 

(2) 20 mg/kg initia! day dose: 

.a 

A study was conducted to determine the pharmacokinetic profile of tepoxalin 
administered orally to j2 dogs at an in&$ dosk~of’~‘m~g, foilowed%y a dose _._ . ‘.,.A%“. 
of 10 mglkg once daily’for six-additional days (Study No. NOO-576). 
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b. 

Results: Mean tepoxalin pharmacokinetic parameters in dogs. (A standard &&&&j. 
” 

(tepoxalin). 
**standard deviation 

Tepoxalin is rapidly absorbed after oral administration: @half-life in plasma is ‘. 
short due to conversion to an active metabohte. The*a&ve membo[ite has”a”i’ong i -:*<.:,., *,, y:’ L,^ c half-life whi.h justifies Gnce daily dosing of ~~fg‘p&q&~~~sf ;clllmcal signs of 

” ;,, -*;‘“.egG -4: I ,l_ toxicity, as demonstraied in &feity studiis;, Gere .&-; i~l;~~m&er than reIaikc% to 

the duration of dosing (see SAFE’W se&ion). ” 
._,: ,j; ,. ,. .- .-_ ‘., < ; .;, . : 

.- 

^ ,, 
~able.kineti$ it is 

$v be’imtiated 

Substantial intrasubject and intersubject variability Was associated with the 
pharmacokinetics of tepoxalin. As a result of these highly va _. 
recommended that when time to onset of pain relief is critical, then 
at a dose rate of 20 mg/kg to improT 
concentrations rapidly and consista _ 
concentration of this compound and its active metabolite. 

_” 
.( .~ li .I . 

. ,,.. .li _., ,. ..a‘;,‘.... - - 

ve the‘hkelihood that systemrc drug ’ .-., ‘$!.“. _. .- 
ntlv exceed tlie%mimum effective 

SUBSTANTIAL EVIDENCE (field studyj: ’ -’ ‘. 
_._.. 1 i,.l_ 

(1) 

(2) 

A controlled field study was conducted in dogs using the dosage of 20 m&g for ;,, -,p,,. q.,, __, /((,, .,,, _, one day, followed by l’o ̂ mgncg daily f&r .an‘,~da~~~~~~~%~~~, ‘,‘y&boxalln was 
- -:s. B-‘, ; ?.. ,^‘ _ 

administered for one week to demonstrate the effectiveness and safety of tqoxalin tablets for thb control of pain and,i~~~~~~~~~~~~~~~~~~~ with 

osteoarthritis. 

ZUBRINm (tepoxalin) field study at smkll animal dlinics in the US‘ (Study No. 1930c-61-v9*;3,2;, R~ii”i;ti.N~~“‘f~~ .*/, ,,., li - I*.. “*>&n-u . .” “,“j.“, ir* I,.( 2.L. ,( i‘? a-,,‘, ,.* ‘““1. 
., 

Type of Study: Multi-Centered Controlled Field-Smdy ” ” ’ ’ ‘* ’ 

Investigators: 

5 



j  I_ .I ._,c- -; 

_̂  

: ,. 
_ 

ash Valley Ariimal~Hospital * 

Bradford Park Veterinary l&pita1 

2 126 Haste Street 
Berkeley. CA 94704 

Spring, TX 77379 

(3 General Design: 

Montgomery, AL 36116 
Robert Yelland, DVM ’ ’ ’ 
Lewelling Veterinary Clinic 
525 Lewelling Boulevard 

*’ 

Donald Copeland, DVM i -.’ ’ 
. Bellaire Richmond Animal Hospital 

5808 Bissonnet 
San Leandq’CA 94579 
Jack W. Whitmore, DVM 

Houston, TX 770816599 I” ,*,a 1 .._i . 
Ben Garrett, DVM ” ‘. ~ 

Stuebner Airline/Champions Veterinary Garrett Veterinary Hospital 
Hospital 1846 South Oates 
16 116 Stuebner ;Airline Dothan, AL 36301 

(4 Purpose: The objective of the study was to evaluate, under field ” conditions, the effectiveness and sifety df ,~~q&&~;~~ti6i.~f~ :_ . -) .,,. ” -‘,( .: 

pain and inflammation associated with canine osteoarthritis. 

(b) Animals: Two-hundred and five dogs were evaluated for safety and 122 j ‘. “a isa. ‘;/ ,“&+..#..2 ‘2:i &,.,.:xilL ,I, 
(62 tepoxalin and 60 carprofen) were: evaluated for effectrveness: The “I- 
mean age of dogs was 8.1 years (4 months - 18 years). 

(4 Control: The active control nroduct was an annrnved camrnfen table+ 

(d) 

(e) 

(0 

(s) 

I - --- -- -rr-- . -.s ~-y’“‘~** *Gb”I”b. 

Diagnosis: The Idiagnosis of osteoai-thritiswas based on medical history 
and physical examination~‘including’radio&aphy, and mcluded’cases bf 

ylosis. hip dysplasia, osteoatthrms and ‘disiospond; 

Dosage Form: ‘ZIIBw ‘(tep&iinj rapidly~d$ntegrating tabiet 
containing 50 or ZOO ‘mg of tepoxaiin’ ” 

Route of Administration: Oral 

Dosages used: 
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(4) 

,. 

Active control: 2.2 mg carprof+g twice daily for seven days. 
Tepoxalin: 20 mg tfpoxal$kg, j on the< $I--t lday fk%bwed“by‘ I’8 mg%g 
daily for six consecutrve days. .- ,” .,. 

@I Test Duration: ‘7 days 

(0 Parameters Measured on Day 0 and bay 6: 

l Ease of ambulation/locomotion : 
l Weight bearing 

. 

l Pain and resistance to palpation- ’ ’ 
l Pain and resistance to forced movement 
l General attitude 
0, An overall (general) evaluation was.m?de on Day 6 by both the owner _. c”.. ,,._ j.“,^. ,“~, xx; “_.,^, and the investigator. Animals were cla@fied’as”%astly improved”, ,_.. 
“improved”, It& &&g&I!‘or lI~o&!!~ -- ’ 

+. ;,., _,+ _I‘. Results: Results of the’ study showed statistically s&ii&ant kprovement for ah ’ . _I __/.,I,i_.._ 1? ( . . . x2. .xi, parameters comparing’Day‘0 to Day 6within the tepoxahn group. ’ 

Tepoxalin and Carprofen: . . . . 7s of 



!  A... /. i,, I x i . -  ̂

, _ ,. .._ ,-_ ,y* ,_>.“__,*,^.i~.l^~” .“^^rr,n-.“--^,*.r..~ .I ,.. ._I 
” : 

II 

\ 

^, -. c I ;, 

I 

,, . I_ , S& 

(5) 
Statistical analysis: After removing dogs’& were normal on both days 0 ‘and 6, 
scores for each endpoint Were converted to a recording of’csuccess’) kthe dog ” experienced a decrease of at least one score~~~een”~~~.ij’,~~~~y 6 othenvlse -ii.,; ‘QGb$i( ;&i‘&a,.**” ., /. _. / 

the dog was considered to have “failed” $%th respektto that end~oint.“‘Rmety~ percent exact confidence inte~als for fheIdi$ference ~;;l~~~~~~~~~~~~~a~d~gs, . : . I’ 

scored as successes for each treatment were constructed. The lowerbound of the 
confidence interval is taken as an e&rate of the maximal negative Qfference in 

t _ i,^_*‘.. ,.,. )I ; ., j* ,;,,,,,, “.?# >w:“;’ . .A, .-, i:-” , :.&. & , ?~, L ..- _ 

effectiveness for tepoxalin compared to the active control drug. Based-on the 
estimated maximal diflerences, tepoxalin was considered noninferior to the. 
comparator product. The’sukcess rates for the comparator prod&t and me esthated maximal diffirences are &spia~;&i&~fi< ‘*cifgzGi’i&ie;’ .’ 

Estimated maxi&al diffkeljlces between the’ s&ess rates kr tepoxakn and tlie 
I 

I ,- / “I *., ” -.. /- “. _i ,., .,_I, , - “. _ 

\. L 
(6) Conclusion: Under the conditions of this study~‘nJs~~Tabiets admnnstereh 

orally at a dosage of 20 mgkg once on the first”‘day, foi-io$ed.by’a dose of 10 
. ii”. :“>^..A< f...+<;y: I 

mgkg administered once daily for six cork&.&e days, ‘w~ere‘shown to be safe 
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B 

_, ,__ _._ 

and effective for the C&I-01 of pain and infianimat&$ assbo&ed with car&e ‘ “A i * ,/ ,. 
osteoarthritis. 

(7) Adverse Reactions: ’ “. f _.‘ : ,’ .1 

The following table lists the adverse reaqtions that were observed,dur.ing the field ” 
study (dogs received either ZYtIJB~Tiblets o~!carprofen f&.7 ‘days): 

: : 

3. 
ThGET ANINfAi, FAmyi mXl “.., _Y_ i,. ., $ . .,; .I” i Y *I i,TI’:“- i _ :. : ” * .I “_ __ _.,:_ . .._. *t’ra‘+~ ? ,<* <(II\. -. “1,^..‘, ,. L” ., I * (” / 

Two laboratory studies were conducted to evaluate the safety of tepoxalin when ‘_’ 
. . . . _*7,_.. - 

administered orally to dogs. A i6-week oral toxicity study (with an interim 13-w& sacrifice) and a l-year oral tdxicity.s~~iy~~~~~~~,~~~~~~.~~~g:. ‘~~.a~~~i~~;stu~y,“~~l~~ : j 

safety was evaluated in 107 dogs receiving ig.consecutivedays ‘of!%%&$Q Tablet 
..1_, - 

therapy in an uncontrolled field study. 

The laboratory studies were conducted with drug substance suspended in 
hydroxypropylmethylcellulose and administered to-dogs-by gavage insplit dosing (twice 
daily, given 4-5 hours apart) to maximize oral bioavailability. E&oavailabilit;); data’was . 
used to establish comparability in drug exposure between the non-market gavage formulation and the fina* ‘rapidl~~d~~G~~&$~~n~ $fet -flGGiagb& “‘_. 

a. Twenty-Six Week %aT”%‘ox&y Study of Tepoxalm m Bogs (13-week Interim 
,,.-, r- ~‘~ ( ,r ,,.,.” a_ ,( ,:y s. , , ,^“l .~._ i.” #&,&!+,& arl ,&!r:.ir, ,&,+r;:: :* .,:“~~.?g.*...:~~i~~lrr-~~~ ‘1 ‘“,.‘A+*+ ..,‘“. i.‘, I^ * ‘.’ 14 * 4, ‘I 

report) (Study No. 21’12l’itiEIMJ&$& Numbers A-27657~&&2;76~) ” ” -’ “-. 
Ij.Ae. ?. d-V ~..,~r~~*,,*,~~.~& yILw.c~*~~x’~, li” .e , - *---iL.1 “b-i; ; A* ::r, i- , 

1 

(1) 
Type of sods: ~ ,26-we~k “bi.‘c toxi&it; ~~~~~~i~‘a:~~een-we~t y--Am ./_ ,.. .i 

_ x _,/ * /.* , I .I 
necropsy (The study was conducted m compliance with F’DA’s&od 

.: “~ 
Laboratory Practices.Regulations f6;~~~~~*inicai L~~~~atory s&~+{.$i ‘. ’ - ” * ;. _. x_ .~,. 

,._, , “..<“i- ,,,, :“i *I r /__, - 
CFR Part 58): ” 

/_/ ,_, _,.,>,* .I( 4, I. ( ..‘, 

(2) Study Director: Dr. E.V. Knight 
The R.W. Johnson Phtiaceutical Research Institute pRT Research Fan’,.““, _. >. , ~_. ,^.... **, +1 .* .-L - -^L, ~ ,_ <.~, i. ,1~. _,., ,, ;I 
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Pit&town, NJ 

(3) General Design: , 

(4 
‘_.. 

Purpose: To assess the toxicity of tepoxalin when admi&tered 
orally to Beagle dogs for twenty-&weeks w$th a%&%-week 
interim,necropsy. ,( . ,. . 

@I Test Animals: Fifty-six Beagle dogs were assigned to four’groups 
_, (7/sex/group). An interim sacrifice of 3 dogs/sex,&oup was 

conducted after 13 weeks of dosing. .&&ialswere*seven months of age at *e time of initiation of-~ggi‘ing:“ ... ” . .-’ .,,. ,_ ,,.. 7” L’. 
c 

(c) Dosage’ Form: Tepoxalin micronized suspension at concentrations 
/ .*i S..” I ,“l.:..l-- -ce * of 10 and 1’50 rngiinL (B;~~v~ra~~l~~~~~~~~s used to estab@h 

comparability in drug exposure between the’non-ma&et gavage fomulation md tKe final r~~~ddly-di~il;tkE~~t’a~~~~‘~~~u~~~on.) 

Doses Used in Study No. 2il21’:0~:00/Re$oi-t %&b&s A-?% 

I’ - - - .~ l$,?o)c ? ^< j_.l,.x /,, ~, : ” )i, ~ * 

*Total treatment dose was divided and adIrninistered twice daily: ’ 
**Relative dose refers to multiples of the recommended 
therapeutic dose of 20 mg/kg as a one-time induction dose, 
followed by a maintenance dose of 10 ‘mg/kg.‘ 

(0 (0 Route of Administration: oral gavage Route of Administration: oral gavage 
i i _ _ , , 

63 (s) Treatment Duration: Twenty-six weeks (with thirteen week interim 
sacrifice) sacnnce I 

00 Parameters Measured: 

L Clmical Observations 
2 
3 

Physical Examination ’ 
Fo,od Consumption 

4 Body Weight 

10 



5 h$ortalityCheck ’ 
Iphthahnoscopic Exarhinsition 6 ( 

z Eiectrocardio&aphic Analysis 
s Hematology 
9 Coagulation 
10 F’ --- - Slood Chemistry 

Urinalysis 
Cross Pathology 
Organ Weights 
l$stopathology 

Results: 

13 week findings: 

There were no drug-re: lated changes mbody weight gain, food 
I 

I 
consumption, clinical signs, or results of ophthahno~ogic’ exammations: 

. ~ j.. i li .I ..<,,,a.. Discolored feces rangingfrom wmte’ to yellowish G&were noted mainly 
in dogs receiving doses‘of 100 and 

, ,*,,*>,<.,.,*e*>L .*a^ :.* ~disA.-~;.-~~ i 3”oald&&.gJi& The material was _ 
_ : _ 

probably tepoxalin tha t-was not absorbed nom the gastrointestinal tract. 
No drug-reiated changes were obse;\;ed’in the chmcal pathology 

1 mrrfkg/day dosage’groups. At weeks 6 and 
c&dav eroun showed neutrophilic 

:reased s&&n total 

parameters for the 20-d l’O( 
14, one female dog in the 300 n&l 
leukocytosis, decreased RBC, “Hb’a& “P&v”, h& 
protein, decreased albumin; and decreased calcit 
result of chronic gastric ____ __-_____ _ 
pathology changes-were attributed t 
other females (20 mg a 
Hb and PCV decreases at week a?tha?r-s 
week 27. These changes were considered nossil I sly related to tepoxalin. 

At 13 weeks, 6 dogs per treatment group were necropsied. Dogs in all 
dosage groups showed evidence of gastric irritat 
and congestion) after 1 

-_ - 

I 

mgkg dose group, 3 in the 100 mg/kg g&&“an 
group. One of the 2 do 

3 weeks: 
ion (mucosal hemorrhage 

1 in the 0 ma/kg dose group, 1 in the 20 I..*, 1 
d~2‘dogs in the 300 mg/kg gs.that;rec~~~~~~~e;~~~st dbse (300 titig) 

r necronsv. The ulcers were 
knlin 

showed gastric ulceration at themjd-study 
confirmed histologicahy and’attrrbuted to the ad&m&ration of tepc.,,,,,. 

L 
26 week findings: 

There were no drug-related changes in body weight gain. food 
consumption, clinical signs, or results of onhthnl 
Discolored feces ranging from white ‘to ye: 
in dogs receiving doses of 100 and”:! 

4 

100 

=------ &ol&iC examinations. 
llowish tan were noted mainly 

m&kg/day. The material w&s 
probably tepoxalin that was not absorbed &o&r tl he gastrointestinal tract. _ 



(6) 

In the 20 mg/kg/day dosage group, one female dog”showed RBC; ‘&b’a& ‘Y 

PCV decreases at week ‘4’ that~r,ett+edto predosage levels by week 27. . -. , .; l...” By the final week of&e study, two female dogs in the 3Oti m&g/day - / ** “,‘ ‘ I_., .~,. ., ‘%*i*l~uh.‘r.ii dose group had decreased RBC, I!%,’ and PCV values; as *%&ii as m&eased wBc and neti&6phii cotits in o.e ef thei”i.~fem~;gat .Geek 2j C’1^’ x. . 
. 

~^ At 26 weeks, the remainmg 8 dogs per group were necropsied. Necropsy ‘ 
results demonstrated gross gastric, lesions m no dogs in the 0 mg/kg/day 
group, one dog in the 20 m&g/day group, two dogs in the lOO~m&g/day *oup, and fo” dogs in thk ~~~~~~d~~.~~~~.“~~-~~~~~~‘ulceration’was 

confirmed by hrstopathology in the l&$&t dose “group’(300 ,m&/day) h 
2 of the 4 dogs with gross gastromtestinal abnormalities.‘ Dogs’in the 
lower dose groups showed’~~dence”of-gastri~‘i~~8i;on (mu&al“ ’ 
hemorrhage and congestion) after 6 months treatment with tepoxalin. ’ 

:. 
Conclusions: : 

Adverse reactions were dose re&d and resulted.jngastric ulceration 
(with associated clinic,al pathology char@&n thehigh &&group (300 
mg/kg/day). Abnormalities of the gastrointestma’~ tract (enteritis, mild 
mucosal hemorrhage and congestion) were noted in all dosage groups. 

Dr. E.V. Knight Dr. E.V. Knight ,, “ _ 
The R IX7 ikh&&n ‘b~kv’,,,.+:,,i 15 ,.,,.,L The R.W. Johnson Pharn$ceuticai Research Institute 
Route202 ‘.” ’ ‘- 
Raritan, NJ 

General Design: 

/,\ (4 D..- --^. cp- - ---- - II- - L---e -1’ F, Purpose: To assess the toxicity of teljoxalin when administered 
orally to Beagle dogs for fifty-two weeks 

), ,., . . . . ,. _ - 

(b) Test Animals: Thirty-two Beagle dogs were assigned to four 
groups (4/sex/group). Animals”vvere’eight months of age at the 
time of initiation ofdosing. ’ 

12 



Dosagc‘Fbrm- Tepoxa~ m;d;;;zigJ”---ension sg I “U lj. “.a-. “X. - 
of 5, l’5’aiid,~(jin~~~” i ,,) *-;i.~5-i.~:r***- 

;;ncentrations 

roavarlabrhty data were usedto establish 
comparability in drug exposure ~between the ‘non-market gavage 
formul.atjon and the final rapidly-disintegratmg tablet forkiulation~. ^ 

Jd) Placebo Control: 0.5% Hydroxypropyl Methylcellulose Premium 
F4M 

Doses Used: ’ 

1 100 wx. - ,ll~j,/,““~.x ,r ,_,._ iii, 1 
*Total treatment dose’ was divided and administered twice daily. 
+*Relative dose refers to multipies ‘-of the ’ recommended, 

!d mgkg as a ‘one-time inductipn &se, se of liimg/kg.. . . . .’ , _. ,I-.. -. therapeutic dose of 2 
followed by a maintenance do; 

(f) Route of Administration: Oral gavage 

(8) 
Treatment Duration: Fifty-tv;ro bi;~$~s’ ~ ’ ” 

09 Parameters Measured: 

Clinical Observations 
Physical Exar&ation 
Food Consumption 
Body Weight .- 

5. Ophthahno; 
6 Electrocard 
z HematcGg: 
s Coagulation 
9 B1ood.Che.r 

scopic Examination iogiaphic haLs’ 
‘. v 

Iv yrmalysis 
11 G-ro~s Psthnlnov 

1 
nistry .i _.I _” _ , . , , . . . 

rgan we1 .ghts 
i.stopatho IlOgy 

I ,,_.” ,.,, 

,_ Pale yellow to white material was fi-eauentlv obker&i iti fhe feces’& 
tepoxalin treated dogs. Th e material 6& prbba 
absorbed from the nastroin 

(4) Results: 

testinal tract. Treatment related r 
. _ 

--- -1-__ - 
bly tepoxaiin that was.not 

nacroscopic 

13 



red and/or depressed foci were noted -m the py&ic pi&& k?&;P :&&,A ” of two female^;l’;;gs~i*i;‘~~~,,.~~~ .‘&g& .doii 

were confirmed on histopathologica~ ‘evaluatio 
ulceration. Gastric nmcosal hemorrhagr 

-v--v -L”u”“Yu “I &LA” UL.“AIIQ\/II 

_̂ _1 ,‘,:,*~ ,) .I_ .” .I I- i,...A**“/‘-! -.*.’ 

ge group. These changes ___. I^ ,,,,_ 
n as gastric erosion,vd 

:e group. No treatment-related microscor dosag 
: wis noted in a third dog’m this 

~~-----,---jic,~h~~es”~ere observed 
in the stomaih of any dogs in the ‘10 or 30 mg/kg/day dosage groups. 

,, ;_, ,., r..,,.... ..) 
Emesis occurred more frequently in the 100 mj$ks/aay dogs: ̂ ‘I^’ j_ , :, / ,. 

.[< ,*1: , 1 9: < ‘z;.: ..- ‘: , :;. , .iL 1. r.. .“’ 

vomiting 100 m&g/day 
mucoid vomiting 

*Dogs listed may 
1 lOOmg/kg/day ~12 

have vomited more than once i ~--:.-- ----Y 

: 
,..” 

Conclusions: (6) 
( ) 

The study confirmed the occurren& ~f@&-&~t&&ni %w,~~I%& lxihon 

tepoxalin is administered at ‘exaggerated &-A& 
8 .\el&P *,. 

in this study, an adeauate’iafe& marmn L 

with tepoxalin at the recommended maintenance 

C. 

Study Dates: June to December, 1’99.9 

Investigators: 

Dr. L. Kern 

- ---. Dr. l?‘. Miguet 

- ” ” I 
_“““,./I u-14 rlace c I 3 ‘) * 1 n*-- - I& bees, &j~oo~sen’. 

Clinique Vet 
&& .,~(. : ” 

4 rue Meissol r&r, 75017 Paris - France I 
I CliniaueVeti C% ~- -cFleurie 
Placehe l)E$ise, 69!?20’ Fle6ie’~, France 

Drs. Schwarz & Winzinger Georgenstrasse 22b 

Dr. Kendlinger 
D-82 152. Planegg - Germany 
Moltkestrasse 2 

I 1 1. D-84453 Mi.$ldorf: Ge~*ay ./_ I _, 



(3) 

Purpose of sb&y: The stidy de;nbn$Pf;~~~;&“f~ 

rapidly-disintegrating tablets (market formula 

: .“‘, ,.“‘i”, :::.., :. :. “ h-‘:,, : 
Study Des&n: ‘An open (uncontrolled, unmasked) study wrth a total of 
107 dogs enrol?.ed at 5 sites. i ” _-^.’ ‘_ 

; 
. “. , _” “,: ,;“.,‘: : I, _” : . ‘ .’ ‘, , 

#-‘;8i’.,$ ‘or~~,&&ti. ,, . .>*, a,_ : 
iiotis ~xEGgiciG%&.Gi;iii for 

,,. j i,“‘,, 5 L..: ,zt ‘*.. 3”. $a.,. 
28 days for the~&ontiol of pain ‘and in&mmatton ass&&d w@ 

I 

osteoarthritis (C)@‘in dogs: ’ . ‘- 
a,.., ,_ 

(5) Description of test animals: A total of 107 dogs were emoiled in this .~ ,“. _.~_ _.., i< ,g ._,..” .-x.“:‘~:;“e~~, / study by 5 investigators (9 to 29 dogs per &mc). -“All 107 enrolled dogs 
were used in the safety evaluation. 

,: ^ r 

Control group: none 

Treatment group: Tepoxahn rap~dly$lisinte& 
formulation) were ai 

..” 
Inclusion critetja: Dogs of various breeds,, ages, sex and weights exhibi.ing,pab md.& i&amm~~i& y& an’ -&&c”‘c.r;di‘tio~ were 

(9) 

(10) 

candidates for this field study. 

Exclusion criteria: Pregnant does or’dogis saecificallv destined 

reproduction were not em&~ 
analgesic, antipyretic or antiinflanin Y \ 
within the previous 5 days were excluded’fi6m this S 
cases were exchtded from this study.’ 

_” - 

Owner consent: Consent of the ovvner was o~tail;e~~~~~~~e-anydog’wa6 -‘* ‘. ” 
included in the study.’ ’ 

(11) Dosage form: Tepoxalin’s market formulation <s a~ 
dried, fast-dissdlving‘t~~l~t’th~~it’d 
seconds after placement in 
different sizes of‘ZUEKlR 
tepoxalin. 

-. z 

yistration: The” (12) Drug dosage, frequency, duration and route of admir 
tepoxalin dosage was 20 m, 
from day O-27. 

(14) Study parameters: 

Physical examination: On ‘Day ‘0, a medical history of the &se tias taken,’ 
I 

including an evaluation of the general physi&l condition;’ a des&ipt&i”of . ‘ ! .a I. 



; ,” , ::, ..: .I;: I, I(. . .,.; . . . . I. 

s 
: 

: 

significant findings which may impact overah health or progression of the healing 
process. and a list of concurr I I . .--Tent treatments., Osteoarthritis was confirmed by ,“.“-.;*i: ,;.f”y‘..- :;i’m4>:< -2% ; _ :,: ,, :;::, :s~~i&, ‘&., 
radiography. The dogs returrred tothe chmc on Day 13 and again after 
completion of the treatment period. 

_; I 

.~ ., “. :. 
cr .-i ij .<;: ^ ; ; : ,.I , 

Clinical pathology: 
. ..‘. 4. .II. 

On Day O- Da+ 1.3 'hid hav 27. a hhi;i iinm 
CBC. Blood chemistry pro? ,, “. ,..:.,. x creatinine, Ca, p, NaZ K;.cg were est~.fi$& & && b &a.“~~~;3~:-. -r”- 

Adverse reactions: The dogs were also observed 1 daily by the owner for adverse 
reactions. 

‘, _’ 

(15) Results: 

Demographics: 
, _., /. ,. 

Dogs of 34 different breeds or mi$ed breeds v&%%$xesented in’this study. The ,. ̂ .“. 
following table shows that, in general, older dogs tended to enroll for the control 
of OA pain: 

,:^ . _I ~.>” : , ,.; I_ ., ‘_ i 

Clinical Pathology: 

Hematology parameters were measured pretreatment, at Dav 1.3 and DE 
proportion of dogs with a “normal” PCV fi 
visit and went back up’over 80% at the last visit:? 
the interim visit exhibited diarrhea and/orvommng’a~ some point durin 
study. i 

Serum chemistry parameters were measured pretreatment, at Dav 13 and Dav 27. / ^..I _.l> .., -‘in_ 
One dog showed elevated. ALT at ti 
highly elevated BUN (51 OD I 
case had highly 
and 3.4 mg/dL, 
mg/dl and 3.6 mg&L,. respectivel y): 
creatinine on Day 0 (pretreatment: 1 
the end of the study (post treatment termination: 182 rni 
respectively). These were also asso 
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creatinine on Day 0; post treatment 
this dog. 

Adverse Reactions: 

1 1, ., 
biochemistry results were not, available for 

. ,, 
I_ 

Of the 107 dogs enrolied and used in the safetv &iii&&. 

the 28 day course of therapy. Of tl 
completion of the study; ‘7 were relatedto adverse event: 
commonly reported adverse reactic 
manifested by at least one of the fo 
soft feces, and enteritis:‘~‘:Ol 
include: fatig&/letliarg~, ‘flatulence, a&$ 

I 
97 (90.7%) completed -- & *(j ‘dog;. tihat.~~~~~~~ueii‘the;ap; befori the 
?.“,,. . ,_, I/_ 

s (see below): The most 
,n ~as’g&&intestin~ (GI) upset which was I Ifoviritii:.’ djl~~eaj”;vd;riiting,‘ioss.opai;p~~te, -: 

i,’ ~_, ~.~ . . ,_. lil *;.ii- “C )_ ,i,;, TZ) i”,*.“’ i4.: *“‘A. .ii,*.‘,,~;,-..i-: 
ner adverse reactions which may be related to ,CI upset <‘L( ‘a.*“+ ;.:c ? ‘: ,,;**:, .‘-:Ea, ~‘:: . 

eatmg grass. 

Adverse reactions observed in dogs that participated in an uncontrolled field s tudy treated 
with ZUBW Tablets for2g days’ 

‘ ..I,/“,,) __) ., .(~ -._ ?_,L. *.+.*.“,,I ..,, .*3~~(-.-“,l:L*“. -. 

Adverse Reaction 

trembling 1 
increase appetite 1 
eating grass 1 
incontinence I. 1 
hair loss 1 
death _, 1”” . - 
*dogs may have experienced more than one of thf **described in det’ail Ijeiow* fis f;iga;-+&g;;“i”i 

suraerv for snlenic torsion (de&bed belo I * 1 \ --- w)“. , 

Eight dogs exhibited both vomiting 
> 1/, a.., ‘.La”>“d .s7;i~J~l*,.;-“e,; .., ::; 2.. i‘, i 

and diarrhea,‘but oiily’~ve’dogs exhtbrted 
r, “, ,t 

both signs simultaneously. 
‘_,_.), ” 

l?Iematology results indicated that detectable” blood’ioss’~ 
cases that were reported with d&u-r 

occurred in +..;; ol-‘ge” I _ 
.j,,./ hea or vi&tin* CTGti ~~“$~fi~~$,~e‘,~;;&;~. ,/d... -a c 

>:, ;.*, (_, &.Y.” “,_l .,” _,^_l,- .~,. “,*_.” II”-)I. . . ..e- ,- . . 
slightly lower PCV values than’thelok$ laboratory normal limit, prior to 

._., 

treatment (Day 0) and posttreatment (Day 6 and Day 31: 
ranging from 34.5 to 37:10/b 
and creatinine at both time points suggesting’ an I: 

(see description below). 



discontinuation of therapy. 0no of 
bY the owner after the’ dog 

In seven case 

discontinuation .of therapy resulted in resj 
death ensued after te.r&ination of tl ._ _ _ 
below: (, 

The first case was an 8.5 year old spaved’German Shenherd’w&hin‘e &kg. ‘She 
- - A 

vomited after the first :dose was administered on ‘Day 01 
I.“.. z 

%mtmg~w%noted on 
subsequent days. By Day 4, the vomiting WaS described as repetitive a.ud the /1, ,. .L1 I ‘ 
investigator decided to terminate treatment and imtiated’symptomatic treatment 
(GI protectants and an antiemetic).‘Three days’~~~~-~~~~a~ion’%f therapy, the 
dog presented with continuous vomiting and a diagnosis of splemc torsion’was 
made. A splenectomy was performed that day at ‘730 pm. The dog recovered. 
from anesthesia at 9:30 pm. Death- occurred the follo&ng ‘morning at 
approximately 5:00 am. Necropsy revealed’an acute peritonitis caused by 
perforation of th e d d uo enum. All other organs ai>peared nor&al.’ Mile the cause 0 .“.. _‘,, ..,a, .‘. 
of death was definitively due to a spienic torsion, the’investigator was unsure 

. a.. 
whether the splenic torsion ;;;ti~~~~~~~~~g~~-~~~~~~~~~~~~~~~~~~i~~n~~~~tiaied‘ 

the splenic torsion. * 

The second case was a 12 year old male German Shepherd%ighing %kg* I$$‘ ” 
received tepoxalin ‘from Day 0 to Day 12.’ Liia~~~awas”repbrtedf;orn Day 3 to 
Day 12, vomiting on Day 8 and Day 11, and loss ofal&&te”on Day 9. On.Day 
13, at the planned interim visit, the dog was scored as Greatly Improved by both 
the owner and investigator. Despite the clinic~?n$?%%ent the investigator ,. -.. ._‘_ l/_l ,+,yl& _ .“.. c .” .~-iP,iY~“~n*~ L.i.*~w\&$+ 
and owner decided to remove the dog fi%mthe study due to the diarrhea %%ich” ’ 
was described as becoming darker. At the ~tv i ” “3 1, *;*“&,,. dog had a pc~ of 35.50io,.wGcb.nlas lo.Y‘;r &{$gday.) &+ 

evidence of GI bleeding, the dog w 
spasmolytic agent (berizadan 

to the deaths of the two dogs in this study, including preexisting clinical 
abnormalities, inappropriate continuation of the use of tepoxalm in’the face of GI” 
abnormalities and concurrent use of corticosteroids. 

.,. 

Conclusions: The most commonly reported adverse reactions were relatedito GI ” ’ - 
abnormalities (diarrhea: vomiting, inal$&nce, “soft feces, enteritis, death). ’ 
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4. 

5. 

. 

1 

’ ‘.~’ “.l _*. ,)_ ,,, ̂ ,(..,. -i 
This drug is intended for use in dogs, which are non-food ammals Becausethis 

,..,,_.1 _ -- 
( ‘.,, ,““‘* _,., “-.--l. ‘-^ .: r. ,‘1. by,:*.‘- new animal drug is not intendeiI f& ;zsg;& yd&--J&;.hg m;ls, data on .,‘ 

human safety pertaining to drug residues in Fo6d-+ii, n;;i: r&q&& for ai;p;oVal of _ ‘. 
thisNADA. 

:’ _ ” , ., . . . ., I,.. , ., 
i’) . . “i “iiii” ̂ .> . . . . {&&,.,; &i::& t2,.“i.. Hmm Wdngs are pfo+ided on ifie pr6xtiFii ,~~b~i,~‘.~~~~~,.~~“Reep out of reach ,: .,-i., 

~;*‘““,.“.~ q, .: j*^ .,,_ \ <’ nl,, -. of children. Not for human use. Consult’aphysician m cases ‘of accidental’human 
exposure.” 

*, “.. .“< 
The~data in support of this’NADA comulv with the’reoun&Geht~ &I 
of the Federal Food, Dri,$ a.r 
implementing regulations. T: 
(tepoxalin), when used under 

ZUBRINTM Tablets are restricted to use by or on the.order of a licensed I” I / ‘,, ,i.,“* **q B. “.,.~& $2 ..:.$i.&:< ‘fl*.-*&. * 
veterinarian because professional expertiseis neededto diagnose canine ‘-(“-‘I” )” 

‘- ’ V ‘-.* 
osteoarthritis and to monitor response to treatment. 

approval qualifies for f 
of the approval becauseno active ingredient of the nev .._______ -_ 
previously been approved. 

-0 ---- 

PATENTINFORMATION: . . ’ 

U. S. Patent No. 5,164,381 - Expires: November 17,2009 u. ,& Patent No. 4,826,868 --Ej;p;ie,i’ M~%+y;l~oo~:- .: --, -0 

APPRoVEDLABEL;f[tV(=^: ,_,) .,~ ., ,. “’ 

A. Package Insert 
B. Blister Foil 
C. Box Label 
D. Client Information Sheet 
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11/25/lE l SPAH l 2-l/16” x l-9/16” x 4” l PDR# 20362 
l RIC 26568005 l OUTPUT AT 100% l OUTPUT BY gl 

/- 
/ -\I 

_- J’ 
2hbrin- 

(tepoxalin) 

.$I mg. 
Fororaluseindogsonly. 
tndkdwFort4c#tfddpaktandkt8ammdlanarwi- 
atedwlth- kldaar. 

-------- 

2lirbrim 
(tepoxalin) 

30’: mg: 

\ 

\ 

C 
ii 
e 
E 

NDCMW1273.02 10x101a&lets 

(tepoxaiin) 
Rapidly-Disintegrating Tablets 

Non-steroidal anti-inflammatory drug 
For Oral Use in Dogs Only 

:: 2#$& 

clubn: k!mlla~re~Uklslhitdwjtouseby 
aotttbew&rcialkensedw~., 
NADA#l41-193.AppedbyFOA. 

LOT 

EXF! 

-em----_ 

mcrnl-1273-02 10x10Tabbo 

Zhbrrn- 
(tepoxalin) 

tipidly-Disintegrating Tablets 
km-skroidal anti-intlammatory drug 

FofoIalUseinDcpOrtly 

3Q..mg’- 



t-7 ’ 11/25Jo2 * SPAH l 2-1/N” x I-9/16”‘x 4” l PDR# 2tU63 
l RIC 26!566W. OUTPUT AT 100% l OUTPUT BY gl 

-- -I 
2Ciabrrrr 

(tepoxalin) 

!2 
m 

i--- 

% 
M 

(tC?p,OXah) abrrn- 
Rapidly-Disintegrating Tablets 

Non-steroidal aflti-hlfhMIlUtOl’J drttg 
(tepoxalin) 

For Oral Use in Dogs Only 
Rapidly-Disintegrating Table1 
NonaWl anti-inflammatoiv dru 

clulion:FederaliawteurietsthisQvgtaureby 
cronthewdwofaliiedvetetinarian. 
NADA1141-193,&mved,by FDA. 
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Ziub.rrn- 
(tepo,xalin) 
I,$)(+ 

Fororalwein dogsonly. 
Indicrcion: For the control of pain and inflammation ass& 
ated with osteoamvitis in dogs. 
ooluee: Administer 10 mglkg (4.5 mg/ib) or 20 m kc 

(9.1 mgAb) on the initial day of treatmeN, fdlowd by a 6 atI] 
maintenance dose of 10 @kg. Due to obsewd variability ir 
tepoxarm metaboli, a highs initial dose or 20 mg/kg ma) 

iTee : 
to mxoa~ the likotii that plasme active met&+ 

k wit reach a minimum offective concenlratio+ follow. 
ing the first ofal adminktration.Thk could ba btmefkial to dog! 
that show signs or zeuero osteo&ritii paln.The duration ol 
treatmentat10mgkg&uidbebasdondinkalreqx!x 
and patient tolsamx of drug treatmei~t. 
- Place the rapidlydirint 
thedog’SiWUth.Keepthemouh cl03 

.3$~~trMtM& 

amount d time (-4 seconds) bl emwe teblet cllqmhl 
ZUBRIN” TaMets Should bo adminktered either with food w 
within 1 to 2 hoies after feeding. Due to tabiet sizes, dogs 
welgid~ les dun 3 kg (6.6.b~) cam ha accurately dosed. 

\ 

,, ‘.: 
‘. : 

--------- 

Ziabrim 
(tepoxalin) 

100. mg 
Wemhgs: Keep wt or reach of children 
Not for human me. Co&t a phy&ian in 
cases of accidental inoestti bv humem. 

store ketween 2’ and 30% (36’ and 
86’F). 
Manufactwed fcf ScMng.plwgh Animal Health. 

+&de h lJ&d Kingdan. 
ccQyff$lf 0 2002. sclefpbugh Arhd 
H&h cap.. u&n. NJ 07o63. 
AHrf$4sre~8~?S. 26666200 6lOZ 
u.s.patanNot. 5.164.361 & 4.626.668 

NDC 0061-1324-02 10 x.10 Table1 

(tepoxalin) 
Rapidly-Disintegrating Tablets 
Non-steroidal anti-in(lammatory drug 

For O{akUse in. Dogs Only 

Cxolim Fedoral law restricts this drug to use by 
0I 0Me order of a licensed veterinaridn.; 

NADA 1141-193. Approved by FDA. 

ILrbrrn- 1700 mg L’ 
(tepoxalin) 

LOT 

EXP. 

-------__ 
NOCOW-1324-02 10x 1OTabba 

Ziabrrn 
(tepoxalin) 

Rapidly-Disintegrating Tablets 
Non-steroidal anti-inflammatory drug 

For Oral Use in Dogs Only 

‘I.00 rng, 
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Z!i&mn- 
(tepoxalin). 

For oral use in dogs only: 
Indication: For the control of painand inflammation assc 
ciated with osteoarthritis in dogs. 
Dosage: Administer 10 mg/kg (4.5 mg/lb) or 20 mg/k 
(9.1 mg/lb) on the initial day of treatment, followed by 
daily maintenance dose of 10 mg/kg. Due to observe 
variability in tepoxalin metabolism, a higher initial dose r 
20 mg/kg may be given to increase the likelihood thr 
plasma active me&Mite levels will reach a minimum effec 
tive concentration following the first oral administratior 
This could be beneficial to dogs that show signs of sever 
osteoarthritic pain. The duration of treatment at 10 mg/k# 
should be based on clinical response and patient tolerant 
of drug treatment. 
Administration: Place the rapidly-disintegrating tabk 
into the dog’s mouth. Keep the mouth closed for a sufficien 
amount of time (-4 seconds) to ensure tablet dispersior 
ZUBRINTMTablets should be administered either with food a 
within 1 to 2 hours alterfeeding. Due to tablet sizes, dog 
.weighing less than 3 kg (6.6 Ibs) cannot be accurately dosed 

::,, ,,: .’ ‘.., 
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Warnings: Keep out of reach of children: 
Not for human use. Consult a physician in 
cases of accidental ingestion by humans. 
For oral use in dogs only. Refer to, 
package insert for additional information. 
Store between 2’ and 30% (36” 
and86'F). 
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Made in lJnitei Kingdom. 
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Rapidly-Disintegrating Tablets 
Non-steroidal anti-inflammatory drug 

For Oral Use in Dogs Only 

Caution: Federal law restricts this drug to use 
by or on the order of a licensed veterinarian. 
NADA #141-193, Approved by FDA. 
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Kahn) WHAT TO TELL/ASKYOUR VElERlNARlAN BEFORE GlVlNG ZIJBRIN 
TABLETS: 

l Decrease or increase in appetite 
*‘Vomiting 

thritis Pain Talk to your veterinarian about: l Change in bowel movements (such as diarrhea, or black, tarry, 
a-lin) l The signs of OA you have observed (for example, limping or 

stiffness) 
or bloqdy stools) 

.’ out Zubrin 
l Change in behavior (such as decreased or increased activity 

start giving 
l The importance of weight control and exercise in the manage- 

ment of OA 
level, incoordination, seizure, or aggression) 

Irescription l What tests might be done before Zubrin Tablets are prescribed 
l Yellowing of gums, skin, or whites of the eyes (jaundice) 

y and does l How often your dog may need to be examined by your veterinarian 
l Change in’ drinking habits (frequency or amount consumed) 

ian. Talk to l The risks and benefits of using’Zubrin Tablets 
l Change in* urination habits (frequency, color, or smell) 

is informa- 
i is. 

Tell ,your veterinarian if your dog has ever had the following 
l , Change in skin (redness, scabs, or scratching) 

medical problem& 
:It is important to stop therapy and contact your veterinarian. 

l Experienced side eqects from Zubrin Tablets or other NSAIDs, such 
immediately if you think your dog has a medical problem or side 
effect from Zubrin Tablet therapy. If you have additional ques- 

anti-inflam- as aspirin tions about possible side effects, talk to your veterinarian or call 
lflammation l Digestive upset (vomiting and/or diarrhea) l-800-224-531 8. 
available as l Liver disease 

l Kidney disease : 
: CAN ZUBRIN TABLETS BE GIVEN WITH OTHER MEDICINES? 

-- ‘* xtr veterinarian about: 
Zubrin Tablets should not be given with other NSAlDs (for example, 

.a *. * . . . . . . . 
rour dog has now 

aspirin, carprofen, phenylbutazone, or etodolac) or steroids (for 

or nas nao 
example, cortisone, prednisone, dexamethasone, or triamcinolone). 

. .- . . . . . . . _ Tell vour veterinarian about all medicines you have -given your 

nouth. 
’ “wear and leu yt 
ay result in *Any owner mealcal proolems or allergies tnat 1 . , , 

. 
,and, climb 

,, .lctivities) 

DOG IS ON j 

*All mealClneS tnat you are glvlng your dog or plan to give your 
dog, including those you can get without a prescription 

dog in the past, and any medicines that you are planning to 

Tell your veterinari- ‘* -----I *- - I-- 
with Zubrin Tablets. This should include other medicines 

*Pregnant, nursing, 
HOW TO GIVE ZUBkrN lABLETS To You 
Zbbrin Tablets should be given a .. 

give 
that 

an II your oog IS: 
or if you plan to breed your dog 

- you can get without a prescription. Your veterinarian may want 
; to check that all of your dog’s medicines can be given together. : -.__ ---_ -- -- _ ---, R DOG: 

ccording to your veterinarian’s, 
! WHAT CAN I DO IN CASE MY DOG CONSVMES MORE THAN ’ I 

..:I, 1.11 ..-.. 
what amount Of 

i THE PRESCRIBED AMOUNT? 

3w long it should* 
; Contact your veterinarian immediately if your dog consumes 

y mouth. Zubrin 
: more than the prescribed amount of Zubrin Tablets. 

, Jllvulu uG aulllIillJly,~~ WI~I, #“VU VI alrortly (within 1 to: : WHAT ELSE SHOULD I KNOW ABOUT ZUBRIN TABLETS? . .. 

s) after your -dog has eaten. . ,; ;This sheet provides a sUmmary of information about< Zubriti .j 
anr T,,s- nnnn.n* r nnnr rB-I-n-,x-nvb .a-.. . .iTablets. If you have any questions or concerns about Zubrin 

TMAY OCCUR I#; .Tablets or osteoarthritis pain, talk to your veterinarian. 
:ta IlltnArr? 

Jme side effects.: 
; As with all prescribed medicines, Zubrin Tablets should only be given 1 

s taking NSAIDs; 
$0 the dog for which they were prescribed. They should be given to 
“your dog only for the condition for which they were prescribed. : 

associated with i lt * 
tiftnout warntng and in rare sit-* 

IS important to periodically discuss your dog’s response to. 

I”, uatlons result in oeatn. 
, :“Zubrin Tablets at regular checkups. Your veterinarian will best’ 

c4B Tt-^ _^^. ------ -:-I- -U--I_ :,determine if,your dog if respon,ding as expected and if your dog 
associated with Zubrin Tablet 9 h ld 

: 

t (for example, vomiting, diar-* 
+s ou continue receiving Zubrm Tablets. 

ley problems have also been i 
.I, *^“+I.^ I^,!^...:..,. . . . ..I.. ^I(^..&.* Schering-Plough Animal Health Corporation, Union, NJ 07083 USA 

-* L, 2, I can relieve instructions. Your veterinarian WIII rell you ,. 
;, 
t i $ I ES mobilii. ’ Zubrin Tablets are right for your dog and for hc 

? 
:(. .I _ _ ;. 

be given. Zubrin Tablets should be given b 
,- :’ ,. _ ;- .” =Iramatic. : Tab/&p ehnaalrt ha oAmh&.+tw~A s&+1, &.-.A ,.s nh 

,. . . . _ .i *:r.of days. 2 hour 
_ , ’ , tacted, your 

._ WHAT nnc I nc ruxmxc wut w-et, I 3 I nA 
.: MY DOG DURING ZUBRIN TABLf- -‘--- - ,.*’ 

:e: 
Zubrin Tablets, like .other drugs, may cause SI 

. ‘, < -JI ingredient 
Serious side effects have been reported in dog 

/ ~’ including Zubrin Tablets. Serious side effects 
NSAID therapy can occur with or J ‘-. . 

% . . . . . 

‘$-.j; 
_‘. ,, 

:,SAf& (f,.v 
), -I ,I,. ,,$ ‘; ; ‘; ~ -XT ,j !) such yv 

..f” I IIt: lIlUSl lxJ111111011 siue erv.ms 
z '̂  ! i .> :f ~ 

: : .’ ‘/, . , + .,.y. ; 
therapy involve the digestive trac 
rhea, or bleeding). Liver or kidr 

Tablets and ’ reported with certain NSAIDs. Loo n I”, Llltr l”lr”wllly 51°C trlftxxs “Zubrin is a trademark of Schedng-Plough Veterinary Corporation. 
‘)’ -; m immedi” that can indicate your dog may be having a problem with NSAld &Copyright 0 2M)2, Schering-Plough Animal Health Corp. 

: therapy or may have another medical problem: 2 All rights reserved. 
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